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Continued Examination Under 37 CFR 1. 1 14 

1 . A request for continued examination under 37 CFR 1.114, Including the fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 

04/1 3/1 1 has been entered. 

Currently, claims 4 and 5 are pending and under examination. 

Priority 

2. It is noted that this application appears to claim subject matter disclosed in prior 
Application No. PCT/US04/15341 , filed 05/17/2004, which claims benefit of 60/474,201 , 
filed 05/29/2003 and claims benefit of 60/501 ,494. A reference to the prior application 
must be inserted as the first sentence(s) of the specification of this application or in an 
application data sheet (37 CFR 1 .76), if applicant intends to rely on the filing date of the 
prior application under 35 U.S.C. 1 1 9(e), 1 20, 1 21 , or 365(c). See 37 CFR 1 .78(a). For 
benefit claims under 35 U.S.C. 1 20, 1 21 , or 365(c), the reference must include the 
relationship (i.e., continuation, divisional, or continuation-in-part) of all nonprovisional 
applications. If the application is a utility or plant application filed under 35 U.S.C. 

1 1 1 (a) on or after November 29, 2000, the specific reference to the prior application 
must be submitted during the pendency of the application and within the later of four 
months from the actual filing date of the application or sixteen months from the filing 
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date of the prior application. If the application is a utility or plant application which 
entered the national stage from an international application filed on or after November 
29, 2000, after compliance with 35 U.S.C. 371 , the specific reference must be submitted 
during the pendency of the application and within the later of four months from the date 
on which the national stage commenced under 35 U.S.C. 371 (b) or (f) or sixteen 
months from the filing date of the prior application. See 37 CFR 1 .78(a)(2)(ll) and 
(a)(5)(ii). This time period is not extendable and a failure to submit the reference 
required by 35 U.S.C. 1 19(e) and/or 120, where applicable, within this time period is 
considered a waiver of any benefit of such prior application(s) under 35 U.S.C. 1 1 9(e), 
1 20, 1 21 and 365(c). A benefit claim filed after the required time period may be 
accepted if it is accompanied by a grantable petition to accept an unintentionally 
delayed benefit claim under 35 U.S.C. 1 19(e), 120, 121 and 365(c). The petition must 
be accompanied by (1) the reference required by 35 U.S.C. 120 or 1 19(e) and 37 CFR 
1 .78(a)(2) or (a)(5) to the prior application (unless previously submitted), (2) a surcharge 
under 37 CFR 1 .17(t), and (3) a statement that the entire delay between the date the 
claim was due under 37 CFR 1 .78(a)(2) or (a)(5) and the date the claim was filed was 
unintentional. The Director may require additional Information where there Is a question 
whether the delay was unintentional. The petition should be addressed to: Mall Stop 
Petition, Commissioner for Patents, P.O. Box 1450, Alexandria, Virginia 22313-1450. 

If the reference to the prior application was previously submitted within the time 
period set forth in 37 CFR 1 .78(a), but not in the first sentence(s) of the specification or 
an application data sheet (ADS) as required by 37 CFR 1 .78(a) (e.g., if the reference 
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was submitted in an oath or declaration or the application transmittal letter), and the 
information concerning the benefit claim was recognized by the Office as shown by its 
inclusion on the first filing receipt, the petition under 37 CFR 1 .78(a) and the surcharge 
under 37 CFR 1 .17(t) are not required. Applicant is still required to submit the reference 
in compliance with 37 CFR 1 .78(a) by filing an amendment to the first sentence(s) of the 
specification or an ADS. See MPEP § 201 .1 1 . 



Claim Rejections - 35 USC § 103 

3. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

4. The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

5. This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 



were made absent any evidence to the contrary. Applicant is advised of the obligation 
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under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

6. Claims 4 and 5 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Zoghbi et a! (US 2004/0243010). 

Zoghbi et al disclose determining the level of BNP in samples obtained from a 
patient. Zoghbi et al disclose that the patient can be suspected of having a coronary 
artery disease (e.g. para 0002, 0019, 0054, 0061). Zoghbi et al discloses the sample 
can be a blood sample (e.g. p. 9). Zoghbi et al disclose determining the level of BNP in 
a sample from the patient prior to exercise to establish a baseline (control) and also 
teaches determining the level of BNP in a sample from the same patient post exercise 
(abstract, pgs 9-10, particularly p. 10, Table 1 , and Example 7). Zoghbi et al discloses 
that the levels of the BNP are determined in pg/ml before and immediately after 
exercise of the patient and specifically teaches an increase in the levels after exercise 
(e.g. see Table 1 and Example 7, lines 1-3 of paragraph 0104). Zoghbi et al specifically 
teaches comparing the level of BNP 13.4 pg/ml before exercise to that of 26.6 pg/ml 
immediately after exercise in the patient. Thus, Zoghbi et al shows an increase 
(change) of 1 3.2 pg/ml in the post exercise sample compared to the pre-exercise 
sample (26.6-13.4 = 13.2) (greater than 1 0 pg/ml)(Table 1). Zoghbi et al disclose that 
levels of BNP increased from baseline to post-exercise. Zoghbi et al disclose that the 
exercise stress test can be performed with myocardial perfusion imaging wherein a dual 
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isotope, rest-stress protocol is used (p. 6, para. 0070). Zoghbi et al also disclose that 
the lowest detectable measurement of BNP and related markers can be as low as 5 
pg/ml (e.g. Example 2). Zoghbi et al explicitly teaches that the methods can be used 
with N-terminal probating natriuretic peptide (NTproBNP) (e.g. para 0036, 0047, 0107). 

Zoghbi et al fails to specifically teach determining the absolute level of change in 
an individual and diagnosing based on this level in the individual. However, Zoghbi et al 
specifically teaches that the methods are for a patient (an individual) (e.g. abstract, para 
0014, 0052, see also above) and specifically teaches a nexus between mean BNP 
levels in a population of patients and specifically teaches that the population of patients 
showed and increase of 13.2 pg/ml in the post exercise sample compared to the pre- 
exercise sample (26.6-13.4 = 13.2) (greater than 10 pg/ml) (Table 1). Thus, it would 
have been obvious to one of ordinary skill in the art at the time the invention was made 
to determine pre-exercise and post-exercise levels in an individual suspected of 
suffering ischemic cardiovascular disease and determine the absolute change in the 
post-exercise level compared to the pre-exercise level because Zoghbi et al specifically 
shows that there is increased BNP levels in post exercise ischemic patients as 
compared to pre-exercise patients and also specifically teaches that the methods are for 
the early detection and diagnosis of coronary artery disease in a patient (abstract). 
Therefore, one of ordinary skill would have a reasonable expectation of success 
incorporating the teaching of Zoghbi et al for determining an absolute BNP change in 
pre-exercise and post exercise in an individual and detecting cardiac ischemia in the 
individual. 
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Response to Arguments 

7. Applicant's arguments filed 04/1 3/1 1 have been fully considered but they are not 
persuasive. 

Applicant argues that Zoghbi et al disclose use of an entirely different endpoint for 
assessing risk of ischemia in patients, including the method involving measurement of 
blood levels of BNP in the same patient both before and after exercise as taught in 
Examples 5-7, Table 1 , page 9-10. Applicant states that although BNP increased from 
baseline to immediately post exercise in individuals with ischemia as well as those 
without ischemia, the actual pg/ml change in BNP levels post exercise in patients either 
with or without ischemia had a median value of 15.5 pg/ml in ischemia patients, i.e. 
patients diagnosed with ischemia, and that the difference between the change in pg/ml 
of BNP between ischemic patients and those identified as being not ischemic was not 
statistically significant (p-value reported to be 0.11 5). 

This is not found persuasive because the argument is not on point, as stated in 
the previous office actions this comparison is between non-ischemic patients vs. 
ischemic patients (i.e. sample from different patients). Further, as stated above Zoghbi 
specifically teaches a nexus between mean BNP levels in a population of patients and 
specifically teaches that the population of patients showed and increase of 13.2 pg/ml in 
the post exercise sample compared to the pre-exercise sample (26.6-13.4 = 13.2) 
(greater than 10 pg/ml) (Table 1). It is noted that this nexus is determined is in ischemic 
patients vs. ischemic patients (see Table 1 ) and is not a comparison of non-ischemic 
patients vs. ischemic patients as referred to by Applicant. 
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Applicant argues that the language in the patent is also very important as it 
provides one of skill with the expectation of no success in using absolute levels of BNP 
or NTproBNP. Applicant states that the application states "Neither the absolute BNP 
levels at peak nor the absolute level of rise from baseline to immediate post-exercise 
differentiated between ischemic and non-ischemic patients." (para 0104). Applicant 
states that this is an important teaching in Zoghbi et al that speaks to a lack of 
motivation and also of an expectation of success to modify the method of the reference 
to employ a measure of an absolute change in a blood level of either BNP or NTproBNP 
in lieu of use of percent change in blood levels of BNP, as is explicitly taught by Zoghbi 
et al as being the useful measure in populations of patients. 

This argument is not found persuasive because once again Applicant is referring to 
a comparison between non-ischemic patients vs ischemic patients. As stated above 
and in the previous office actions the Examiner has relied upon the teachings of Table 1 
comparing ischemic patients vs ischemic patients. Zoghbi specifically teaches a nexus 
between mean BNP levels in a population of patients and specifically teaches that the 
population of patients showed and increase of 13.2 pg/ml in the post exercise sample 
compared to the pre-exercise sample (26.6-13.4 = 13.2) (greater than 10 pg/ml) (Table 
1). 

Applicant further argues that nowhere does Zoghbi et al disclose the actual 
magnitude of changes in blood levels of BNP in an individual patient after exercise as 
compared to before exercise. Applicant argues that Zoghbi et al fails to provide a 
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motivation to use a different method and endpoint, a metliod based on absolute 
changes in blood levels in individuals versus a percent change in a population. 

These arguments are not found persuasive because although the increase of 
1 3.2 (26.6 - 1 3.4 = 1 3.2) shown in the post exercise ischemic patients from that of the 
pre-exercise ischemic patients in para 0102 and Table 1 is a mean value of the ten 
patients and is directed to a value obtained from a population of patients. Zoghbi e al 
teaches that the methods are to be used for detecting in an individual and specifically 
teaches that there is a nexus for increase BNP levels post exercise as compared to pre- 
exercise levels and it would have been obvious to one of ordinary skill in the art at the 
time the invention was made to determine pre-exercise and post-exercise levels in an 
individual suspected of suffering ischemic cardiovascular disease and determine the 
absolute change in the post-exercise level compared to the pre-exercise. Thus, for the 
reasons stated above it is the Examiner's position that the reference explicitly provide 
the motivation needed for the rejection. However, it is noted that while it is true that 
when obviousness is based on a particular prior art reference, there must be a showing 
of a suggestion or motivation to modify the teachings of that reference; it is also true 
that this suggestion or motivation need not be expressly stated. Cable Elec. Prods., Inc. 
V. Genmark, Inc., 770 F.2d 1015, 1025, 226 U.S.P.Q. 881, 886 (Fed. Cir. 1985). The 
conclusion of obviousness may be made from common knowledge and common sense 
of a person of ordinary skill in the art without any specific hint or suggestion in a 
particular reference. 
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Applicant further argues that Zoghbl et al falls to provide a reasonable expectation 
of success because, as demonstrated by the data presented by Zoghbl In Example 7 
there was a wide variability In the baseline levels and post-exercise levels of BNP 
among subjects, at least a three-fold level of variability (para 0104). Applicant states 
that it is this wide range within a population that fails to provide one of skill in the art with 
an expectation that there would reliably a response In an individual that meets the 
criteria of the Instant Invention of absolute changes of only 10 pg/ml for BNP or 5 pg/ml 
for NTproBNP. 

These arguments are not found persuasive because once again the Applicant is 
relying on an embodiment that Is not relevant to the Instant claims. Example 7 is a 
comparison between non-lschemic patients vs. Ischemic patients (I.e. sample from 
different patients). The Examiner has relied upon Zoghbl showing In Table 1 of BNP 
levels in pre-exercise ischemic patients and post-exercise ischemic patients and 
showing an increase of 13.2 (26.6 - 13.4 = 13.2) shown In the post exercise ischemic 
patients from that of the pre-exerclse Ischemic patients In para 0102 and Table 1 . (same 
patients). Therefore, since Zoghbl et al specifically teaches that the methods are for a 
patient (an Individual) (e.g. abstract, para 0014, 0052, see also above) and specifically 
teaches a nexus between mean BNP levels In a population of patients and specifically 
teaches that the population of patients showed and Increase of 13.2 pg/ml in the post 
exercise sample compared to the pre-exerclse sample (26.6-13.4 = 13.2) (greater than 
10 pg/ml) (Table 1). Thus, It would have been obvious to one of ordinary skill In the art 
at the time the Invention was made to determine pre-exerclse and post-exercise levels 
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in an individual suspected of suffering ischemic cardiovascular disease and determine 
the absolute change in the post-exercise level compared to the pre-exercise level 
because Zoghbi et al specifically shows that there is increased BNP levels in post 
exercise ischemic patients as compared to pre-exercise patients and also specifically 
teaches that the methods are for the early detection and diagnosis of coronary artery 
disease in a patient (abstract). Therefore, one of ordinary skill would have a reasonable 
expectation of success incorporating the teaching of Zoghbi et al for determining an 
absolute BNP or NTproBNP change in pre-exercise and post exercise in an individual 
and detecting cardiac ischemia in the individual and one would also expect the values in 
pg/ml to be greater than 5 pg/ml in NTproBNP because Zoghbi et al teaches the lowest 
level of detection to be 5 pg/ml. 

Applicant argues that the claims have been amended to recite that the methods of 
the present invention are "consisting of the specific cited steps and nowhere does 
Zoghbi et al teach the specific steps cited. This argument is not found persuasive 
because of reasons stated above it would have been obvious to one of ordinary skill in 
the art at the time the invention was made determine pre-exercise and post-exercise 
levels in an individual suspected of suffering ischemic cardiovascular disease and 
determine the absolute change in the post-exercise level compared to the pre-exercise 
level because Zoghbi et al specifically shows that there is increased BNP levels in post 
exercise ischemic patients as compared to pre-exercise patients and also specifically 
teaches that the methods are for the early detection and diagnosis of coronary artery 
disease in a patient (abstract). Therefore, one of ordinary skill would have a reasonable 
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expectation of success incorporating the teaching of Zoghbi et a! for determining an 
absolute BNP change in pre-exercise and post exercise in an individual and detecting 
cardiac ischemia in the individual. Thus, the recited steps have been met. 



Conclusion 

No claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to GARY COUNTS whose telephone number is (571)272- 
0817. The examiner can normally be reached on M-F 8:00 - 4:30. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Mark Shibuya can be reached on (571) 272-0806. The fax phone number 
for the organization where this application or proceeding is assigned is 571 -273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
/ Gary W. Counts/ 
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Examiner, Art Unit 1641 



